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Please enter the following amendment to the Specification, at page 43, line 24, which is 
made to correct a citation error. 

"In Process H, the homochiral bicyclic lactone of formula 49 can be used as starting material 
for the preparation of the compound of formula 52, and can be prepared as described in [Corey et 
al. J. Med. Chem. 1 93, 36, 243] Mivaii. K. et al.. Tetrahedron Letters. Vol. 32. No. 35. pp. 4557- 
4560. 1 991 . The bicyclic lactone of formula 49 can be treated with paraformaldehyde in a mixture 
of glacial acetic acid and sulfuric acid to add formaldehyde across the double bond. This treatment 
yields a diacetate of formula 50. The diacetate of formula 50 is subsequently stirred with a base 
such as potassium carbonate in an alcohol solvent, e.g., MeOH, to hydrolyze the acetate moieties 
and provide the diol of the formula 51 . The alcohol moieties of the diol of formula 51 can be 
protected as silyl ether groups by treating the diol with a silylating reagent of the formula R c R d 2 SiY 
(wherein R c , R d , " 

A replacement Specification page reflecting these amendments is enclosed. 



PRELIMINARY AMENDMENT 



In the Specification: 



hi 1 , III 1 1, II 
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The citation on page 43, line 24 was incorrect and the correct citation is now included. This 
reference discloses a general procedure for the synthesis of homochira! bicyclic lactone, a starting 
material reflected in various schemes of the invention (e.g., Schemes 15 and 16). 
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compound of formula 56 can be further purified by, for example, silica gel 
chromatography. 

The methylene compound of formula 56 serves as a suitable compound for 
coupling with a guanine precursor (purine compound of formula 28, wherein X is CI, Br 
5 or benzyloxy). For instance, the methylene compound of formula 56 is treated under 
Mitsonobu conditions with 2-amino-6-chloropurine to give the methylene compound of 
formula 57. Preferably the Mitsonobu conditions comprise treatment with DEAD and 
triphenylphosphine. The methylene compound of formula 57 can be further purified by, 
for example, silica gel chromatography. 

10 The conversion of the methylene compound of formula 57 to the compound of 

formula 21 can be completed by deprotection of the silyl ether moieties and hydrolysis of 
the 6-X group on the purine moiety. The two silyl ether moieties are cleaved by 
treatment with fluoride ion (e.g., tetralkylammonium fluoride reagent such as 
tetrabutylammonium fluoride in THF) to give the compound of formula 39. In 

15 embodiments of the process wherein the purine moiety has a 6-chloro or iodo group, the 
6-halo group is hydrolyzed by heating the compound of formula 39 with aqueous base or 
acid, preferably aqueous base, e.g., 2 N sodium hydroxide solution, to give the 
compound of formula 21. In embodiments of the process where X is a 6-O-benzyloxy 
group, conversion to the 6-oxo group can be performed using acidic conditions, e.g.2N 

20 HC1. The compound of formula 21 can be further purified by, for example, silica gel 
chromatography. 

In Process H, the homochiral bicyclic lactone of formula 49 can be used as 
starting material for the preparation of the compound of formula 52, and can be pre- 
pared as described in Miyaji, K. et al., Tetrahedron Letters, Vol. 32, No. 35, pp. 4557- 

25 4560, 1991. The bicyclic lactone of formula 49 can be treated with paraformaldehyde in 
a mixture of glacial acetic acid and sulfuric acid to add formaldehyde across the double 
bond. This treatment yields a diacetate of formula 50. The diacetate of formula 50 is 
subsequently stirred with a base such as potassium carbonate in an alcohol solvent, e.g., 
MeOH, to hydrolyze the acetate moieties and provide the diol of the formula 51. The 

30 alcohol moieties of the diol of formula 51 can be protected as silyl ether groups by 
treating the diol with a silylating reagent of the formula R c R d 2 SiY (wherein R c , R d 
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